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EXCENEL RTU Sterile Suspension Freedom of Information

1. GENERAL INFORMATION:

File Number: NADA 140-890
b. Sponsor: Pharmacia & Upjohn Co.
7000 Portage Rd.

Kalamazoo, MI 49001-0199

Drug Labeler Code: 000009

c. Established Name: ceftiofur hydrochloride
d. Proprietary Name: EXCENEL RTU Sterile Suspension
e. Dosage Form: Sterile suspension
f. How Supplied: 100 mL vial
g. How Dispensed: Ry
h.  Amount of Active Ingredients: Each mL contains ceftiofur hydrochloride
equivalent to 50 mg ceftiofur.
1. Route of Administration: intramuscular (IM) and subcutaneous (SC)
injections
J. Species/class: cattle and swine,
k. Recommended Dosage: Cattle: 0.5 to 1.0 mg ceftiofur/Ib body weight
IM or SC.
Swine: 1.36 to 2.27 mg ceftiofur/lb body weight
IM only. .
. Pharmacological Category: antimicrobial

m. Indications:

Cattle: EXCENEL Sterile suspension is indicated for treatment of bovine respiratory
disease (shipping fever, pneumonia) associated with Mannheimia haemolytica,
Pasteurella multocida and Haemophilus somnus. EXCENEL Sterile suspension is
also indicated for treatment of acute bovine interdigital necrobacillosis (foot rot,
pododermatitis) associated with Fusobacterium necrophorum and Bacteroides
melaninogenicus, and acute metritis (0 to 14 days post-partum) associated with
bacterial organisms susceptible to ceftiofur.

Swine: EXCENEL Sterile suspension is indicated for treatment/control of swine
bacterial respiratory disease (swine bacterial pneumonia) associated with
Actinobacillus (Haemophilus) pleuropneumoniae, Pasteurella multocida, Salmonella
choleraesuis and Streptococcus suis type 2.
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n. Effect of Supplement: To make the following four changes to the product insert:

1. revise the current “Microbiology” section to a “Clinical Microbiology” section,
and

2. revise the minimum inhibitory concentration (MIC) table to include new MIC

data for ceftiofur, and

add a table listing acceptable quality control ranges for ceftiofur, and

4. revise the National Committee for Clinical Laboratory Standards reference at
the end to the insert.

|98

2. EFFECTIVENESS:

Updated in vitro minimum inhibitory concentration (MIC) data for cattle and swine
pathogens are presented in tabular format in the labeling for EXCENEL RTU Sterile
Suspension. This format is similar to that used for NAXCEL Sterile Powder (See
Supplemental Approval; NADA 140-338, dated July 6, 2000).

In the revised package insert, MIC data for bacterial isolates collected during clinical field
studies have been placed in Table 1. Bacterial isolates collected over time, including those
collected from diagnostic laboratories in the US and Canada as part of a surveillance

-program, are in Table 2. MICs were determined using a commercially available broth
microdilution system that conforms to the guidelines for the National Committee for Clinical
Laboratory Standards (NCCLS) broth microdilution method. Data from the QC organisms
tested with each run are included in each study report.

In the clinical field studies isolate table (Table 1), data previously included on the NAXCEL
Sterile Powder (NADA 140-338) package insert is now included in the EXCENEL RTU
package insert. Table 1 is the updated table with data for bacterial isolates collected during

clinical field studies. .
Table 1. Ceftiofur MIC Values of Bacterial Isolates from Clinical Field Studies in the USA
Animal Organism Number Date MIC,* MIC Range
Tested Tested (pg/mL) (pg{mL!
Mannheimia haemolytica 461 1988-1992 0.06 <0.03-0.13
Mannheimia haemolytica 42 1993 0.015 <0.003-0.03
Pasteurella multocida 318 1 1988-1992 0.06 <0.03-0.25
Bovine | Pasteurella multocida 48 1993 <0.003 <0.003-0.015 '
Haemophilus somnus 109 1988-1992 0.06 <0.03-0.13 %
Haemophilus somnus 59 1993 <0.0019 no range
Fusobacterium necrophorum 17 1994 <0.06 no range
Actinobacillus 83 1993 <0.03 <0.03-0.06
pleuropneumoniae
Pasteurella multocida 74 1993 £0.03 <0.03-0.06
Streptococcus suis 94 1993 C.25 <0.03-1.0
Swine | Salmonella choleraesuis 50 1993 1.0 1.0-2.0
beta-hemolytic Streptococcus 24 1993 <0.03 <0.03-0.06
spp.
Actinobacillus suis 77 1998 0.0078 0.0019-0.0078
Haemophilus parasuis 76 1998 0.06 0.0039-0.25
*Minimum inhibitory concentration (MIC) for 90% of the isolates. 4
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USA and Canada

Number
Tested

Animal I Organism

Date MIC,y,** MIC Range
Tested

Mannheimiq haemolyticq 110 - 1997-1998 .
.m 19981999 | <003 ]
m 19992000 [ "<0.03 ]
.Im 2000-2001 | <903 ]
mm
.EI. 1998-1999 | "<0.03 ]
mm
Bovine “m
.m 19981999 | <003 ]
“ 19992000 [ "<0.03 ]
m 2000-2001 [ <903
R
non-fragilis group )

Peptostreptococcus"
anaerobiys

Actinobacillys
leuroneumoniae -
tinobacillys

Actinobacill,
ctinobacilly, )

e | 5 | e =N

.IE- 1997.1998 | "< 003

mm

.E- 19992000 [ <003

mm

-E. 1997.1998 [ o5

Streptococcus sujs m 1998-1999 m
Streptococcus suis -!E.-M

-&..m.

m 1999-2000 [ 1o

.ﬂ. 20002001 | "9

Erysipelothrix

rhusiopathige

*The following in vigre data are available but thejr clinical significance jg unknown,
**Minimum inhibitory concentration (MIC) for 99, of the isolates.

£ 0.06->16.0

0.13->16.0

no range

<0.03-0.25

<0.03-0.06

Swine

=<0.03-0.06
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Freedom of Information

Based on the pharmacokinetic studies of ceftiofur in swine and cattle after a single
intramuscular injection of 1.36 to 2.27 mg ceftiofur equivalents/Ib (3.0 to 5.0 mg/kg)
body weight (swine) or 0.5 to 1.0 mg ceftiofur equivalents/lb (1.1 to 2.2 mg/kg) BW
(cattle) and the MIC and disk (30 pg) diffusion data, the following breakpoints are
recommended by NCCLS.

Zone diameter (mm) MIC (ng/mL) Interpretation
>21 =2 (S) Susceptible
18-20 4.0 (1) Intermediate

<17 >8.0 (R) Resistant

A report of “Susceptible” indicates that the pathogen is likely to be inhibited by generally
achievable blood levels. A report of “Intermediate” is a technical buffer zone and isolates
falling into this category should be retested. Alternatively the organism may be
successfully treated if infection is in a body site where the drug is physiologically
concentrated. A report of “Resistant” indicates that the achievable drug concentrations are
unlikely to be inhibitory and other therapy should be selected.

. Standardized procedures recommended by NCCLS require the use of laboratory control
organisms for both standardized diffusion techniques and standardized dilution
techniques. The 30 pg ceftiofur sodium disk should give the following zone diameters
and the ceftiofur sodium standard reference powder (or disk) should provide the
following MIC values for the reference strains (Table 3). Ceftiofur sodium disk or
powder reference standard is appropriate for both ceftiofur salts.

Table 3. Acceptable quality control ranges for ceftiofur against National Committee for
Clinical Laboratory Standards recommended American Type Culture Collection (ATCC)
reference strains

r Organism Name Zone Diameter* MIC Range
(ATCC Number) (mm) (pg/ml)
Escherichia coli (25922) 26-31 0.25-1.0
Staphylococcus aureus (29213) -- 0.25-1.0
Staphylococcus aureus (25923) 27-31 --
Pseudomonas aeruginosa (27853) 14-18 16.0-64.0
Actinobacillus pleuropneumoniae (27090) 34-42** 0.004-0.015%**
Haemophilus somnus (700025) 36-46** 0.0005-0.004 ***

* All testing performed using a 30pg disk.

** Quality control ranges are applicable only to tests performed by disk diffusion test using a chocolate
Mueller-Hinton agar, incubated in 5-7% CO, for 20-24 hours.

*** MIC quality control ranges are applicable onl
using veterinary fastidious medium (VFM

the package insert.

Y to tests performed by broth microdilution procedures
)-No other changes are needed in the remaining portion of

The references supporting the data provided in the revised clinical microbiology tables

are listed below.

NADA 140-890
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a.

Portis, E.S., S.A. Salmon, C.A. Case, J.L. Watts. Results of 1997-1998 resistance
monitoring program for premafloxacin with veterinary pathogens. Pharmacia &
Upjohn Study Report 20032820, 9 February 1999.

Portis, E.S., S.A. Salmon, C.A. Case, J.L. Watts. Results of 1998-1999 susceptible
monitoring program for premafloxacin with veterinary pathogens. Pharmacia &
Upjohn Study Report a0086065, 19 September 2000.

Portis, E.S., S.A. Salmon, C.A. Case. Results of 2000 susceptibility monitoring
program for ceftiofur with veterinary pathogens. Pharmacia Animal Health Study
Report a0097495, 27 June 2001.

Portis, E.S., S.A. Salmon, C. Lindeman, C.A. Case. Results of 2001 susceptibility
monitoring program for ceftiofur with veterinary pathogens. Pharmacia Animal
Health Study Report SR-0829-7922-2002-006, 20 August 2002.

Lindeman, C., S.A. Salmon, E.S. Portis, C.A. Case. Minimum inhibitory
concentration determinations for ceftiofur and comparators against Erysipelothrix
rhusiopathiae isolated from pigs in Iowa. Pharmacia Animal Health Study Report
SR-0788-7922-2002-001, 1 July 2002.

CONCLUSIONS:

The updated clinical microbiology tables provide the following:

Updated clinical microbiology data.

An insert format that is user friendly by having all of the important infotmation for a
particular animal species in one section of the table, with isolates supported by
clinical data in a separate table from isolates collected from diagnostic laboratories.

As aresult, the practicing veterinarian will have more information that can be readily
located on the insert to assist in making sound recommendations for the use of
EXCENEL RTU Sterile Suspension.

3. TARGET ANIMAL SAFETY:

This supplement to NADA 140-890 does not change the target animal safety data for this
product.

4. HUMAN FOOD SAFETY:

This supplement to NADA 140-890 does not change the human food safety data for this
product.
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EXCENEL RTU Sterile Suspension Freedom of Information

5. AGENCY CONCLUSIONS:

The data submitted in support of this supplemental NADA satisfy the requirements of
Section 512 of the Federal Food, Drug, and Cosmetic Act and implementing regulations at
Part 514 of Title 21, Code of Federal Regulations (21 CFR 514). The updated clinical
microbiology data presented in the product insert is user friendly by having all the
important use information for a particular animal species in one section of the insert. As a
result, the practicing veterinarian will have more information that can be readily located
on the insert to assist in making sound therapy recommendations for the use of EXCENEL
RTU Stenle Suspension.

The product remains a prescription drug for safe and effective use by a veterinarian in the
treatment of diseases in cattle and swine.

This approval does not qualify for marketing exclusivity under section 512(c)(2)(F)(iii) of
the Federal Food, Drug, and Cosmetic Act.

In accordance with 21 CFR 514.106(b)(2), this is a Category II change which did not
require a reevaluation of the safety and effectiveness data in the parent application.

6. ATTACHMENTS:

A copy of the facsimile labeling, including the package insert, is attached to this
document.

NADA 140-890 *  Pages8
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Table 4. Ceftiofur MIC Values ol g
USA and Canada

(solates trom DI, 9 Labos tn the

MICoy” | MIC Range

Animal| Organism ! Number Date
(1g/nt} (ngimt)

Tested Tested

Bovine

59.03-4).25
$9.034).5
003912
<003 ;) 12
£9.03-0.25
$0.03-0.5
$0.03-0.12
$9.03-0.12
903-0.26
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H
{
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Mannheimia M:ml!ylnl

Pasteurafia muttocisa

IWSAIQIO_
1998-2000
2000200
1997-1993

Paslouralia mMocia
Haemaphitus somnus 43

<003

Haemophitus Somaus i 37 1998-1949 SO03 | <04G3-0.125
_Haemoptillus somnus ! 1 1999-20k) $9.03-4.06

Hasmophilus somaus
| Gactaroidas tragifs grony
Bacteroidas spp.
. fon tragiis group _
Feptostreptocaccus

! Anderadhus

003012
N06->16.0

20 M)-2001 $903
19494 1 160

1994 16 213160

1994 2.0 9.13-2.0

Swine |

Aclinabaciiius plaus 3
Actinbacibus pleurvpa,
Aclinobaciitus Plewopn,
Actinobaciitus plewopn.
Pastoursila muocids
Fasteurella mutocida
Pasteurelia muocias
Fasteurella miKocics

Streptococcus suis
R S
Streptococcus suls

19971898 <093 m fal
1993-1999 $0.03 £0.03-4.25
126 | 19992000 50093 £9.03-0.06
89 1 2002001 $0.03 £9.03-9.06
| 5003 $9.03-1.0
<0.03 $0.93-0.5
003 | 003006 |
$0.93 $0.03-0.12
9.5 £093-4.0
0.25 £0.03-1.0

Streptococcus suls 9.06 £0.034.0
] ———{ 520240 |

Sweptacaccus suls 167 2000-2001 0.06 £0.03-4.0
IS ] 167 )

Salmoneita choleraesuls 96 1999-2000 1.9 0.03->4.0

Salmoneiia cholecs esuls 1a1 2030-2001 19 0.5-2.0

Erysipelottrix rtwsiopathiae 44 2002 $0.03 £0.03-0.06
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“Minimum inhiblory concentiation {MIC) tox 90% of the isolales.

Based on the pharmacokinetic studles of cetliciur in swine and catlle aftor a singfe intra-
muscular injection of 1.36 to 2.27 Mg cattiotur equivalentsAl (1.0 10 5.0 mg/kg) BW (swine)
0f 0.5 10 1.4 mg cottiolr squihvalentsab (1.1 45 2.2 Mg/kg) BW (caltie) and the MIC and disk
{39 pg) dfftusion data. the ollowing treakpoints are Tecommended by HCCLS.

Zone Diameter {rmm) MIC (pg/and ) Intecpretation
x21 $2.9 (S} Suscepiitie
18-29 490 {) nlermediate

<17 >80 (R) Resistant

A roport of “Suscepiitie® indicates that the pathogen is fkely to be inhibited by gonecalty
Aachievable bhod lavels. A @pt of “lidermiediate® is a technical butier 20ne and solales
tating into this calegory should be relesied. Alternatively the organism niay be Succosstully
treated ¥ the Intection Is in a by sis where drug s Physiologically concentrated. A repoat
of "Rosistant® indicates that the achiovable drug concentrations are uniikaly o be inhibRory
and othar thatapy stvadd be salocted.

Standardized procedures’ 16quite the use of labotatory comtsed organisms jor both stan-
dardized dfusion | ol and aifution tech: quas. The 30 pg ceftiotu
soNum disk should give the HAowing e Rametors and the celtiofur sodium standad cal-
9roNce powdar (o disk) shoutd PMido the kllowing MIC values Ot e refarence strain.
Cattiotur sodhum disks or powder retorence slandard b APEOPHiate x both celtiotur salts,
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PHARMACIA

Comgustien Unit 2656

Pharmacia

Excenel® RTU &Upjohn

brand of ceftiofur hydrochloride stecile suspension

For intramuscular and subcutaneous use in cattle and intramus-
cular use in swine. This product may be used in lactating dairy
cattle,

CAUTION: Federal (USA) law rastricts this drug 1o use by or on the
order of a licensaed vetarinarian.

Excenel RTU

brand of ceftiofur hydrochloride sterife suspensic
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EXCENEL RTU Sterite Suspension is a 1eady 1o use tormuiation thal contains the e
hydeochiodide salt of ceftiour, which is a broad spectrum cephatosparin antitiotic. €
Cach oil ot Ihis ready-10-use storle suspensim contains cottiddur hydrovhiovide equiva: 3
fent 1y S0 mg celtidur, 0,50 mg phospholipon. 1.5 ing scilan avinaniaate, 2 25 mg steclte g
wates fon lfectionn, amd cottonseed uif. 3
Stiuctine:
NH2
P /&N
l_“\ o T T T T T T T
b s 0 10 20 3 40 S0 60 70 €
N o ] 1 Time (hours)
OCHy (2N
Goncentradbns of tolal cettiur i1 the lungs of pigs adnvnistered rad
2.27 of 3.41 mg coftiAu equivaientsAh (5.9 of 7.5 mg&g) BW 12 h a
dally intramuscular injections al 24 h intetvais averaged 3.66 and 5.63
*HCt Cattie: Cefliofur adninistered as alhar caftiolur sodium or CeRiohur hyx
olized capidty 1o dasture , the prmacy
Figure | catlie as aither the ndiunt or iydachionide salt grovides stfective conce
and desiwopcetiiofur metabolites in plasma above 1he MIC, for the
Cheniical Name ol CaMiotur Hy 5-Thia-t ,2.90ct-2- 2 yik ©ase (BRD) label pathog , Pasteur
acid, 7-{{(2-amki 3-[((2 s0mnus Ly Al least 48 h. The relationship between plasr
thinjreltiyt]-8-oxa- mocmm sait (8R{6a, 7B(N1- cattiotue and desturyicetliofur awlabeiles above the MICs, in plasma
1 (he treatmetu
CLINICAL PHARMACOLOGY Daee he  of DNre
Swine: Cellitur mus«u-d a3 elther ceftiotur sodium or cetliolue hydrochiorida is d o
the privery of ceftiofur <
10 Swins as elther "n sodium or hydrochioride sall provides sftective concentrations of cel- nu y ot plnma of cettiotur

tiofur and desturoyiceftiotur metaboiites in ptuml above the MiCyq for the labeled
Suis
and sulnmoun chofergesuis Ly the 24 hour (m petiod between the dosing intervals. The
Mlc“, 4 Saimonefia cholerassuis (1.9 pgAmi) s higher than the other thrse pathogens

and plasma concenteations exceed this value for he entire dosing Iterval only afler the
2.27 mgMb (5.9 mg/g) body weight (BW) dose.

o

o3

plasma Cotticfu: administored as ceftiofur hydrochioride
sterdle suspension (ExcEfEL RIU Sl«h Suspension) or ceftiotur sodium slerite solution
{NAXCEL® Sterlle Powder) we ol 227y
cottiotus equivalentaAb (s.\)mqlkg) BW. See Table 1 and Figure 2. .
IAL’&.!. Swine plasma concentrations and ralated parameters® of ceftiotur and desturoyl-
cettiotur matatiolitas after EXCENHEL ANI Sterie (Coftiniue tydrochioride ster-
ue suspansion, SO mgmi) or NAXCEL Sterile Powder fcattiohu sodium storite powdat,
50 migh) adainisterad At 2.27 mgAD ceRolur equivalontsAb (5.0 mgAg) BW M.

Cattiotut hydrochiontde Cefthaur sodium
Craebtgmu : 26.1£5.07 202501
Laclts 0.66 ~ 2.0 (sanrge) 9.23 - 2.0 (sange)
AUCh(co
pgshanL: 3212502 314 ¢ 55.1
n: 1622 158 o123
. 3.45 « 0.431 353 £ 0.791
Crg niighinL: 0.518 2 0.126 0.407 5 0.0675
(e 938+7.98 8L TTL
Delinfinns:

mar — MAAXINMICN plasiiia concontration in ggant.
the lime after intial Injaction 10 when C,,,, ocCws, measured in howrs.
oa.~ the area under the plasma concentration vs. lime curve fcom Imll ot lzqodnon
2 thg it of quantitation of the assay (.15 pganl .
112 - e plasmia hall #ie of the drug in hours.
Caan - he concontration of drug at 24 h aler adminisiration.
n = the concontcation of diug al 72 b atter adniistiation.
1, 2 - the lime (in haurs) plasma concentrations remain above 9.2 pgAnL..

*Dua 1o significant (erkxd elfet and siguiti:ant sequance elfect in (his study, dala from
potind 1 only wace used (O svatuate (hese paramietars.
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hydrochioride storke suspension (EXCENEL RTU Stertie
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Tabla 2. Catlle plasma concenteations and related parameters of ceftiol
fiolr nwlabolkes alter EXCENEL RTU Sterile Suspmslu\ (coftiotur |
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50 mg/nt} adinist ¥od infranuscutarly at 1.0 mg ceftiofur squivalents/

N Cefinius fydrochioride
™ SC

Cinge GO Moe 164 456+ 180
tpu B -4 yanga) -5 {range)
tsah 6052627 $1.02 653
AUCs o0

1g-hind 160307 9544178
tinh 1265263 152257
Coar MghYL. 1.47 ¢ 0389 0.926 £ 0257
Can pghit 2340 2 0.415 9271+ 0.086

Dafinitions:

L,m - maxinum ooncsntration of drug dn plasina in pgimi
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1,52 - the lime (in hours) plasma drug concentratins ramain above @
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Injection 1o the find of quaniitation of the assay (0.15 pganl)
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Cyan - the plasnia drug 24 h atter

Cagn - e plasaia deug 48t sttac
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Cutanenus nfection or NAXCEL Sterle Powder (colliofur sodion starke xwider. &1 ) Table 4, Ceftiofur MIC Vatues of tsoiates trom DI, [t in the
by intranuiscular injaction, USA and Canada
14 Animat] Organism Thumber | Date MiCqq MIC Range
: Tested | Tasted | (pgimi) {rgmt)
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, Bovine
"""" Manofieimia haemoytea | 119 19971949 | 006 $0.03-0.26 |
) Mannhiekmia haemolytica 139 31994 | <03 |
~ Mannhaimia hasmotytica 209 19992000 | 2003
.................................... Mannhekmia hasmolytica 189 2wa-200t | <003 $0.93-0.12
Pasteureiia muocida 7 19971999 | <001 $003-0.25
‘ Fasteursiia mitocida 181 1993-1899 $9.03 $0.03-0.5
Pa 28 1999-200%) <0.03 $9.03-0.12
Pasteucalia mukocida 258 20002001 <0.03 $0.03-0.12
-1 ~ Haemophiius somnus _L 4 1947—1993/ _3993 9}1‘34}.25_
o " 0 30 490 50 0 I A Haemophlfus somnus 387 199819494 <003 $0.03-4,125
Time (hours) Hasmophitus somnus 17 19992009 <0.03-0.06
& HCI(IM) Maan & Na (M) Mean < HOI ¢ Hasmaphilus somnus 124 | 2m0-2001 3-0.42
B - Bactsroides fragliis group 29 1984 ) $0.06->16.0
[ Bacterakdes spp.,
non tragilis group 12 1994 16.9 2.13->16.0
Tolad residues of cefiiotul were measured In the kings of cattte adnunislered radiotalxtad Faplostreplococcus
cetliolur al 1.0 mg celliotur equivalenis/ib (2.2 mgikg) BW al 24 h intervals ko thve con wcy anasrobdlus 12 1994 24 2.13-29
tive days. Twolve h altac the (lith injaction of ceftiofur hydiochioride, \Aal ceftiotur concerirx- Swine
llons i the tung averaged 1.15 19/g, while t0lal cetliatur concentiations in the lung 8 h after 7- Y
the (Hih cottiiur sodium Injaciion averaged 1.18 pg/g. Acthob scikus pleuropn. 97__| 199 ‘": """5 ‘:“ 1ange
983~ ) 2034,
CLINICAL MICROBIOLOGY Actinobacibus pleuropn. 1" 1993194 $0.03 $0.03-4).26
EXCENEL ATU StorNle Suspension is a ready 10 use frawlation that ooxdains the hydioshio- Actinobacikus pisuropn. 126 1999-2000 | <003 £9.03-0.06
fide szt of colliotur, which is & bioat spactrum cephalosporin attilicikc active agains giam- Actinodacius plewropn. 89 2202001 | <003 £9.03-0.06
positive and g galive bacteria b [ X f cing stralns, Like ofher
sporins, celtilur Is bact , In Vo, rosuing in intititex o call wall synthesis. Fasteurslla muttocids 114 | 1997-1998 | <093 $0.03-1.9
Swine: Studies with ceftiofur have demwonstrated in vitro and in vivo activily against cram- Fasteurelis mutockts 147 1993-1999 <$0.03 <9305
it gens, including A H. i p P ,
Pasteursiia ¥ ol , and the gram-positive " Pasteursiia muocids 173 1999-2000 | <003 £9.03-9.96
Streptacoccus suls lype 2, ait of which can be assaclaled with swine bactesial fespk story Pasteursiia miMtocida 186 2200-2001 | £0.03 $0.03-0.12
disease ~ SRD (swine baclarlal pneumonia). A summary of the nininum inhibilory crecen- Streptococcus suls 106 1997-1998 0.5 <0.03-4.0
teation (MIC) valuas trom SRD pathogens isoiated om clinice tiskd elfaciiveness studiss is
found In Table 3. Historic dlagnostic laboratory MIC values for SRD pathiogeas tram the US Streptococcus suls 142 |} 1998-1999 | ©0.25 . $0.03-1.9
and Canada are found in Table 4. Streplococcus suls 148 1999-2000 296 SO03-4.0
Cattle: Sludies with ceftiotus have demonsirated in vitro and in vivo aclivity against
haemotytica, F somaus, the theee 1ajor Streptococcus suls 167 _| 2002001 | 0.6 $0.03-49
bacteria with bovine disease (BRO. praumonia, shipping Saimonelis choleraesuls 96 1999-2000 1.0 2.03-54.0
::)3 and against e o acter . two t the Saimonelia cholera esuls 191 | 20002001 | 1.0 0.5-20
bacte bovine ————1
{loot rot, pododermaillis). A summary of the MIC vaises for BRD and taol fol pathogen:: iso- Erysipetotivix rhusiopathize 44 202 £0.03 $0.03-0.06
lated from clinical fleld etfectivenass studies is found in Table 3. Hstoric diagnostic MIC vidues

umummum;mmusmmm~.mmmm¢

Antimicroblal Susoceplibitity i
Summaries of MIC data are presented In Tables 3 and 4. Tesling tollowed NCCLS

Guidelines (Natlonal Conmitiea for Clinical Laboratory Standards)

Table 3. Ceftiofur MIC Values of Bacterial isolates from Clinical Fieid Studies

inthe USA
Animal | Organism Number Dale MICy® | WIC Ranve |
Tasted Tested pgmiy {Hg/mi*
Bovine
Mannheimix hasmolytica 461 19381962 $0.03-3 13
Mannheimiz ha 42 19483 15 $9.205-7%.33
Pasteweka muitocida 318 1983-1492 006 303025
Pasteurska multocida 48 1493 <0503 | <0.0030.915
Haomophlius somnus 108 1888-1992 2.06 $0.03 42 1
Haemophitus somnus 59 1993 $0.0019 no ran e
Fusobactertum necrophorum 17 1994 <$0.06 0 ranga
Swine
Actinobackus plewopn. 3 1993 5003 £0.03-4.0C
Fasteureka multocida 74 1993 =903 $0.03-004
Streptococcus suls Y] 1903 928 993 19|
Sakmonela cholarnesls 50 1993 10 1.4 :
bota- )
Streplococcus spp. 24 1993 003 903208
ActinobacMus suls 7 1998 20078 32000
Haomaphilus parasuls 76 1993 DXL 9.0039-0 2%

“Minitum inhibkary concentration (MIC) %6 99% «f {he isolates.

“Minimum inhibiory concentration (MIC) for 90% of tha isotatas.

Based on the pharmacokinetic siudias of cattiotur in swine and cattie after a single nitra-
muscular injection of 1.36 10 2.27 mg caltiotur squivatentsAt (3.0 10 5.0 nig/kg) BW (swine)
0F 3.5 10 1.0 my ceftiotur equivaientsi {11 #3 2.2 mg/kg) BW (catlio) and the MIC and disk
{39 pg) dittusion data, the fotiowing breakpolnts are reconvmended by HCALS,

Zone Diameter (mm) MIC (ug/mi ) teterpretation
z21 $292 (S) Susceplitie
1820 X ) Wntermediate
<17 > 8.0 (A} Raesistant

A raport of "Susceptible® indicates that the pathogen is Hkety to be inhibked by genelally

achievabla binod levels. A report of “iteinwediate® ts a tachnical butter 20ne and isolales
falling o this category should be retesied. Al ly the may be y
treated ¥ the lnfection is in a bty ske where drug Is physiologically concentrated. A Teport
of "Resistant® indicates that the achievatie drug concentrations are untikaly 1o be tnhibkory
and other therapy shndd be selected.

Standardized procedures’ foquire the use of laboratory control organlsms o both stan-
dardized diitusion t q! and dlition 1 The 30 yg cettiotur
sodiunt disk should give the foliowing ne dlameters and the celtiolur sodium standad ral-
rHCe powder (of disk) should provide the lollowing MIC values for tie refarence strain.
Cettiotur sodium disks or powder relerence standard ks appropciata kor both cettiofur salls.
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Table 5. Acceptable Quallity Controi Ranges for Ceftiofur against National Committes
for Clinical Laboratory Type Cutture
Colfection (ATCC) Reterence Strains

Organism tame (ATCC No ) Zone Diameler MIiC Range
(Disk Content (gl )
30 pgAmt)

Actinobaciliys pladropaaunioniae (2709
Haennphilus somnus (T0925)

°© Zoae diaater quallly contenl tanges are applicatia only to lasts packoriad by disk ditiy-
shon using chocolate Muelier Hinlon agar, incubited I 5-7% CO, bor 20 24 howes,

T MIC quality conliol sanges we apphcable oty k) tests by st necesfRuts
procedures using veterinary faslidious mediuni (VFM)

CLINICAL EFFICACY
In addition 10 denmnnstraing congrmaie plasia concentiations. e kikming clini
cat eflicaty data are powided

A clinkcal sludy was conductad 1o evaluate the efficacy of ceftilur hydrchiknide adminis-
tered subcutaneously ti the heatment f the tacteria component of ©IRD under natural
fleld condilinns. When unitorar clinkcal signs of BHD were prasent, 60 catlle (11t 40 207 kg)
were randomly assigned 10 one of the oliowing traatment groups: nagalive contrul o cetlin-
fur hydeochioride at 0.5 or 1.0 Ceftinlur equivalentsAb (1.1 of 2.2 mg/kg) BW. kentinents
wero dally tor thiee days. Cattle were evalusted dally and animals
that dled of were suthanaized were nectopsied and (he tung fesins soxed. On Day 15, aX
surviving anlnuads ware euthanatized and necropsted acd the (ung tasions scared. Madtality
rales ware 65%, 10% and 5% 1r negative controls, 0.5 mg celtiotur equivatentsAl, ant
1.9 mg celliolur equivalaitsab, (1.1 or 22 mgkg) BW, respectivaly. Mottty ratas tor toth
cefiiotur hydmchioride Ireatnent groups were lower than kX negative cunfiols (P < 0.0001).
Rectal tanperaures 24 h afler third eaimon were 104.0°F, 103.1°F and 192.8°F kx nega-
live conlrols, G.5 mgAb and 1.0 nigAb (1.1 of 2.2 mgAg) BW, raspectivety. The leaparatures
tor both ceftiofur hydrochioride treatment groups were iower |nm the negative controls
{P < 0.05). Caltiotur hydrochiorkte o tues days

at 0.5 or 1.0 mg celtiotur equivalentsah (1.1 or 2.2 mgkg} BW ls an aflociive lrealment kor
mn bacterial componaent ot 8RD.

A fhree-loxalion clinical tleld study was conducted 10 evaluate the efticacy of cettidiu
daity for Wwee days o every oiher day (Days 1
and 3) for the treatnent of (he bacterial coaponent of aMurally accurring HRO. Whea uni-
form signs of BRD were prasent, 350 beel crossbred cattle were randonidy assigned 1o one
ol e tollowing treatment groups: negative control, ceftiotur sodium at 0.5 mg cettiotur
squivalentsAb (1.1 mgig) BW daity for three days, cefiolur hydrochionide at 1.0 mg celtiofur
equivalentsAb (2.2 mp/Ag) BW daity tor itwee days, o Cefliniur hydrochioride at 1.9 mg cel-
{lotur equivalentsAb BW on Days 1 and 3 (evaly olher day). All realments wece administered

ly. Ali coftiotur Qroups and sodium) and trestment rog-
nens (my aay and every other day) slgnﬂk:dn/ {P <0.05) roduced Day € rectal tempesa-
{ure as compared (0 the negalive confrol. Clinicatl success on Days 10 and 28 and awrtallly
o Day 28 were not dkterent for the ceftiofur groups (hydrochiorkie and sodium) and treat-
ot reginwas (avery day and every other day). Tha results of this study demonstrate that
dally and every other day (Days 1 and 3) intranusculal adaimisiration of ceftilur hydrochio-
ride aca effactive treatnwnl reginwens for the bactetial compunent of BRO.

An eight iocation sludy was under natural Held (5 evaluate the efit-
cacy of cattiofur hydrochioride for the treatment of acute post-partum metrtis (010 14 days
posi-pactuy). When clinical signs ol acule post-pactum nwicitis (ractal tetnparature 2103°F
and felld vaginal discharge) were observed, 361 lactating daicy cows were assigned ran-
doaty (o trealment or negative contral. Catlle were dosed edthar subcutaneousty of infra-
nuscularly, dally lor Iive consecutive days. On days 1, 5 and 9 afier the tas! day of dose

» COWS Wore fof cHinical signs of acule post-pariun matriis. A cure
was datined as rectal tamparalne <193°F and lack of tetid discharge. Cure tate for the
1.9 mg ceftiofor Lquivalonist (2.2 mgkg) BW dose group was significantly improved rela-
tiva to cure rate of the negative contral on day 3. Tha rasuits of this study demonsirale that
ceftidtur dally lor live days &t & dose of 1.9 myg cet-
Wt owvalomsllb {2.2 migfkg) BW is an offective treatnmant for acute post-partum metillis.

ANIMAL SAFETY

Swine: Resuits from a five-day tolerance study in normat (aeder pigs indizated that ceftio-
tur sodium was well lolerated whea administered at S7 mg celtiolur aquivalentsab
(125 mg/kg) {more than 25 Hnws the highest recommended datly dnsage ol 2.27 mghb
(5.0 ag/Ag) ) BW (or (ive consecutive days. Cettiolur adminisiered intramuscisaly 1o plgs
produced no overt advarse signs of toxicity.

Yo deternine the safely margin in swine, a satety-todicly study was conducted. Five bar-
fows and tive gifts per group woce administeted celtintur andium intcanwuscutarly at 9, 2.27,
6.81 and 11.36 myg cettiotur equivalentsab (9, 5, 15, 25 mgAg) BW tor 15 days. This is 0, 1,
3 and 5 tinws the highest recoinmended dose of 227 mgMd (5.9 my/Ag) BW/day and S
times the reconniended treatment length of 3 days. There were o adverse syslemic
#ifects obsarved, indicating thal cefliclr has a wide margin of sately whan injected intra-
Auscutarly into teeder pigs at thd highesl racommanded dase A 2.27 g celtiofur equiva-
fentsAD {S.0 mgkg) BW dally kor 3 days or at levels up 10 5 timas tie highes! recommended
Tase kw5 times the reconmwmendaed length of treatmvend .

A separale study evalualed ihe injection she Uissue {olerance of EXCENEL RTU {celtiofur
hydiochioride) in swine when administered Intranuscularty In the neck @ 136 and 227 mg
ceftiofur aquivalentsad (3.0 t0 5.0 mgAg) BW. Anknials were necwpsied & kntetvals to por-
™ evaluations at 12 h, and 3, 5,7, 9, t1, 15, 20, and 25 nays atler last injection. injection

lPHdRMAClA
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$Kas wore avakiatod groassly At nacisy. Noy Appanont clingos (walling o ldtaawuatios ;
ware sihserved chnicay aiter 12 b post-hfectins, AToas «4 discob it n Assacizded with fhe
hjacton site waere otsarved al tne parkxis s i 11 days ater Gast injection.

Cattie: Rosufts leun a tive day Ulatance shudy i toedat catvas inticatod that cefticotue
sovthin was well folaiatont at 25 timas (25 mg cefthdur equivalentsAn (55 mgfkg) BW) the
highest raconmandad dosa o 1.0 axg collidin equivalonds/ih (2.2 migAg) BW e tve con-
socutive days. Cofticdur adiminisioned intianmisculanly had v adverse systenic elfects.

I a 15 day saletyluxicily study, liva steer and (ive taltor calvas pec gunip ware adeuni:.
tared cofthdur soxdiinrt ntianuiscilinty at 2 (velicle contred), 1, 3.5 aivg 10 limes the highast
seconwnended d0sa of 1.9 Mg cotlikw syuivatentsAh (2.2 mg/kg) BIW > delarming thy
safety tactor. Thare ware o advarsa systewic atfacts ladaating that ceftiod sodlum has o
wide margin of sately when iijected Mtranusculany ot Ihe lacdar calves at 19 timas
(19 g cottiodn ajulvistomisMy (22 nwrkg) BW) tho soconuuended duse by thres limes
(15 days) tha recommandad tangth of faatinant of e L) tive days. Local lissue bargace
o Wiramuscular fjection of cefliolur hydrochhonide was evatiated i the tollowing study.

HAaesults trom a tissue tderance study (ndicaled that cettiur hyductivide was wek tofei -
alad and produced mo systenic loxicy in catlle when andasnisterad Intranuscularly n the
neck and rear fag & a dose of 1.0 Ay celtklur equivatentst (2.2 nig/kg) BW at each injor-
tlun site. This represents a tolal dose per animal of 2.0 mg callifur equivalents/ib
4.4 mg/kg) BW. Clinicalty noted changes (local sweling) af injection sites in the neck were
very infrequent (2/48 siles} whateas ned changas la rear lag sites wore naxe fraquent
{21748 sites). These changes i the rear log ijection sites wete goenetally avidert on the day
toltowing njection and tasted tram 1 to 11 days. Al nectupsy, Injecthn skos were recognized
Ly discoloration of the subcutaneous lissues and muscle it 1asiived in approximalety 71,
15 days in tha neck and 19 (0 28 days In the 1eaf log.

Hesults om anothar tissue tolerance study indicatad that cefliofr iydiochionida was well
tolerated and produced o systenilc laxcity to cattle when adninistered subeutaneously ¢
95 o6 1.0 Ay coftiotus aquivalentsih (1.1 or 2.2 mg/kg) BW af 24 h intervals b S days. Mi1
and usually iranslent, clinkcally visibla o palpatie rea:lioms (kcal swelling) wer e localizad al
the injoction site. Al necropsy, injaction skas were 1outinely recognized by edema, kmited
Inctease in thickness and color changes «of the subcutaneous tissue andax (aclal surtace ¥
underlying nuscle. The jactat surtace of Ihe nwscle was visibly alectad In most cases
theough 9.5 days after injaction. Undertying nuscle mass was not inwived. There were no

apparent difierences in Ussua response o of collitw 05
1.9 mg ceftifur equivalentisb (1.1 of 2.2 mg/kg) BW.
INDICATIONS
Swine: EXCENEL RIU Stedle s (24 C of swine bac-
terial respiratory disease (swine P with

i " and
binﬂammuss lvpo
Catthe: EXCENEL RTU Sterite is indicaded for treatmenk of the following bacter -
ial diseases:
— Bovine nsplta(ay d(susa {BFRD, shan fever, phaumnia) associated with Manar-
helmia tica, Pi sonnus.
— Acute bovine I (bol o, wikh Fusc-

i and

— Acute matritis (0 1o 14 days post-parium) with baclertal p
{9 celtiotur.
CONTRAINDICATIONS

As with a¥l drugs, the use of EXCENEL RTU Sterite Suspension Is contraindicated in ar)-
awls previousty found ta be hypersensitive to the arug.

DOSAGE AND ADWMNISTRATION

Shake well before using.

Swine: Administer int: o a dosage f 1.36 10 2.27 mg celtiolur equivalenisAt
(3.0105.0 nigkg) BW (1 ol of sterlle suspension per 22 10 37 i BW). Trealnwnt should ba
sepodiod al 24 h ntervals for a tolal of thise consecutive days.

Caltie:

— Fof bovine nsufaloty disease and acute bovine
- lhomwnap&to 1 Onlgcaﬁblwowh
alenis/ (1.1 lo 22 myig) BW (1 1o 2 ni sterlle suspension per 100 b BW). Adnunister
daily s 24 © Intervals for a tolal of ivee days. may t
administeced 0n Days 4 and $ for anials which do not show & satistaciony esponse (il
Tecovered) after the Inflial three traatmants. i addition, for BRD only, adninister intramuscu-
farty o subcutanacusty 1.0 Mg ceftiolur equivatentsdb (2.2 mg/kg) BW every other day on
Days 1 and 3 (48 h interval). Do o)t infect mare than 1S il per injection shle.

Selection of dosage level (0.5 to 1.0 mg/b) and reginwn/duration (daily o every olfer das
tor BRD oaly) should be based on an assessmand of the severlly of disease, pathogen sus-
<eptibity and clinical rasponse.
— For acute post-partum melritis: by
Lon at the dosage of 1.0 Mg ceftiofur equivalents/ (2.2 mglkg) BW (2 nil sterlle susper-
sion per 100 Iy BW). Adninister af 24 h intervais for tive consecutive days. Do not et
mose than 15 ni per injection sie.

WARMNINGS

-

NOT FOR HUMAN USE. KEEP OUT OF REACH OF mmnéré
Panictiins and cephaiosparins can cause alfergic
Topical exposures 10 such antinicrobiats, tncluding cettintur, may -u:n mild ta severe alat
gic reactions in some individuals. Repealed or prolonged exposure Mmay lead 1o sensitiza
tion. Avold direct contact of the product with the skin, syes, avuith, and clothing.

Persons with & known v 4o peniciiin or s should avold exp:-
sure 10 s product,

in case of accllental eye expasura, tush with watar tor 15 ninules.  case of accklent:d
skin exposure, wash wih soap and watar. Remove contaninatad clothing. it allergic reaction
0ocurs {a.g., skin rash, hives, diticul breathing), seak madical attention.

The malerial sadety dala sheel contains nre dotalied accupational satety intormation. Ty
1opont advorse sects in users, 10 oblain Move Inlormation of oblain a material sately dala
sheat, call 1-80)-253-860).
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sas wora avaluated grossly al necropsy. No apparent changes (swolling of inflanwnatics ;
were ubserved chnically atter 12 h prst-ltfaction. Areas «f discobwatin assoctded whh o
ction site were observed at tine perkxds less than 11 days wtet last infection

Hesults tiom & live day tolerance study i loedor catves inticaled that ceftlodnr
st was well tolorated at 25 timas (26 Mg ceftkslie equivaleisal (S5 mgkg) BW) the
highost teconunomed dase ot 1.0 mig celtidue equivalonts/ib (2.2 igkg) BW lux five cins
sovutive days. Cetticdur adminislered nlcamuscularly had (o adverse syslamic effacts,

I a 15 day saletyfoxicity study. tive steer and five heitor calves per gioup were adnii
tore caftiofun sodium intianmscularly al © (vehicle contil), 1,3, 5 and 10 finwes he highe:
seconunended Hose o 1.9 mg ceftiofur equivalentsAb (2.2 mg/kg) BW o determing tha
salaty factr, Thote were 1o adverse systetic effacts ladicating vl collicdu sodium has 4
wide margla of safety whea injected lramuscutary inlo the taedar calves at 19 finws
{1 g cafliotur ajuivatansb (22 ng/kgl BW) the recomuended dose kx threa times
(15 days) the recommended length ol trealment of three ) tive days. Lunal tissue lolerance
10 Inlramuscular Injection of ceftiofur Rydrochioride was evaluated in the folowing sludy.

Rasults trom & lissue tolerance study indicsed that cetliofur iydrochioride was well loles -
ated and produced no systemic koxiclly In callle when adnunistered Intranwusculady i the
neck and reas lag at & dose of 1.0 myg celliofur equivalentsib (2.2 mg/kg) BW & each infec-
tion site. This represents a total dose per animal of 2.0 mg celtiofur equivalents/ib
(4.4 ng/xg) BW. Clinkcally noled changes (local swelling) at injaction sites in lhe neck were
very intraquaeni {2/48 siles) whereas naed changes In roar lag sites ware nkxe laquent
(24748 sites). These changes in the rear feg injection shes were generally avident nn ihe du/
totowing injection and lasted fiam ¢ 1o 11 days. Al naciupsy, Infection sites were recognized
Ly discolxalion of the subculanedus lissues and Mmuscie that tesolved in appioxinately 71
15 days i the nack and 19 10 28 days In the rear leg.

Rasults lom another lissue tolacanca study lodicaled that cettiotur iydeichiside was well
tolerated and produced no syslenilc toxicily to cattle wheu admitisterad subutananusly 4
05 o 1.0 nig celliofur equivalentsih (1.1 or 2.2 mg/kg) BW at 24 h intervals b S days, Mil 1
and usualy translent, clinically visible 01 palpable reactions (local swelting) were localized at
the injaction sie. Al nacropsy, injection sites were foutinely recognized by edema, nifed
Increase i thicknass and color changes of the subculaneous lissue andix lacial surtace «f
undarlying muscle. The lactal surtace of the muscle was vislibly alfected in nwst cases
Itwough 9.5 days after infection. Undertying muscle mass was not inwolved. There were no
apparent difterances in lissue response 1o administration of celliofur hydrochloride at 9.5 <4
1.0 mg cefiiolur equivalenis/ib (1.1 or 2.2 mg/kg) BW.

INDICATIONS -
Swine: EXCENEL RTU Slarite Is o Mol o swina bac-
lorial rnsplra!wy disease (swlnn with i

f i fs and

amplocoocus 5uls type 2.

Cattte: EXCENEL RYU Sterllo is for of the tofowing bacter

iel diseases:

— Bovine respkalory disease (BRD, shipping fever, pnaumonia) assoclated with Mann-

heinva ltica, f and f somnus.

~ Acute bovine [ (foot rot, with Fusc-
and

— Acule matritis () to 14 days post-partumy) with bacterial

15 cettiofur,

CONTRAINDICATIONS
As with all drugs, the use of EXCENEL RTU Sterlle Suspension Is conraindicated in art
mals previously found 1o ba hypersensitive to the drug.

DOSAGE AND ADMINISTRATION

Shake well before using.

Swine: Adninister Intramuscularly &t a dosage of 1.36 to 2.27 mg cattiotur equivalentsAt
{3.010 5.0 mg/kg) BW (1 niL of sterlla suspension par 22 (o 37 b BW}. Trealmeat should b
repealed at 24 h infervals 1o a lolal of three conseculive days.

Cattle:

-~ For bovine rcsplta!ovy disease and acute bovine by
al the dosage of 0.5 10 1.0 mg ceftiofur equh -
atonts (1.1 (o 2.2 mg/kg) BW (1 10 2 L sterlle suspension per 100 Ib BW). Administer
daity ot 24 h inlervals for a total of tiwvee conseculive days. Additional ireatments may ta
adninistered on Days 4 and S jor animals which do not show a satislaclory response {2
recovered) atier the infllal three ireatnwnts. In addition, for BRD only, adnwnister intramusch-
faity of subcutansously 1.0 mg celtiofur aquivalentsAb (22 my/kg) BW every olher day o1
Oays t and 3 (48 h inorval). DO Xt inject more than 15 wil per njection site.

Selection of dosage laval (1.5 10 1.0 mg/b) and feginn/duration (dally o every othar daz
o B8RO onty) should be based on an assessnwl of the severily of disease, pathagen sus-
ceplibiiity and clinical response.
— For acute post-partum metritls: by
tina at the dosage of 1.0 myg caltiolur equivalenisat (2.2 mglkg) BW (2 nd storile susper-
skon per 109 I BW). Adaunistar at 24 h Intecvals for tive consecutive days. Do ol inje-t
more than 15 mL per njection sie.

WARNINGS
NOT FOR HUMAN USE. KEEP OUT OF REACH OF CHILDREN.
Peniclins and cephalosporins can cause alorgic reactions In sensilized dividuals.
hp&c exposwras 1o such antinicroblals, Incndng co'\h‘ur Mmay ekcit miid 10 severe alia
in some may {ead 10 ith
lm Avold direct comtact of the pcodud with mo sun cyos nml\ and clothing.
Persons with a known hyperseasiivily t0 peaiciiin of cephak)spodns shoukd avold axpr -
2ure 10 this product.
in case of accidental eye exposura, liush with water for 15 ninutas. kn case of accident:i
skin exposure, wash with soap and walar. Remove contaminated clothing. it altergic reaction
occurs (9.9., skin rash, hives, ditficull braathing), saak medical altention.
The material salely dala shesl conlains nvwe delalled nccupational sately information. T
report adverse effects in users, lo obtain more Intormation of oblain a material safety dal.a
shaot, call 1-800-253-8609,
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Excenel RTU

brand of ceftiofur hydrochloride sterile suspension

RESIOUE WARNINGS: No pre-staughter diug whhdrawal infarval is
toquirent when fhis product is ysed i swine. Treated cattle mwst vt ta
giMtotad ku 48 linas (2 days) loliowing last lealnenl hecause unsata
. tevals of (eug remain d ihe Infection sites. No nlk discard thna is tequkad ‘

whion Ihis prsact IS used according b Jabel divections. Use of dosagas i
axcass of hase lndicated of by unappriwed outes «f adminlstration, such
as Iofrananavay, may resull In egal residuaes In edible lissues andAx in
ik, A withdiawal period has nol been estabiished in pwe-runinating
calves. Do nd use ki catyes 10 bo processed tor voal.

PAECAUTIONS

Swine: Areas of discolination associated with the injection site af thne petiads of 11 days o
toss vy resuft in ldm-ou of edible lissues of staughler. The safety «f ceftintur hias nct loen
damymstiated bor regnamt wluo of swine infended kr brseding.

Cattle: Following n the neck, ateas of discol
ewation at the site niay persist Myond 11 days resulting in trim loss of edibie tissues
laughter. Following in the rear leg, areas of discoloaation « the

Injectin stte may parsist beyond 28 days resulting ki 1im loss of edible lissues al staugider.

STORAGE COND{TIONS
Stewe M contiolied rom tanperatwe 20° k) 25 C (68° 10 77° F) [see USP|. Shake wel
Latiwe using. Prodect feom treezing.
HOW SUPPLIED
EXCENEL RTU Sterita Suspension s avaitable in the following package size
100 il vial NDC 0009-3504-03

HNational Conmitiee tor Chinkcal Laboratory Standards. Pedormance Standards by Anti-
microblal Disk and Dilution Susceptibitily Tests for Bactaria Isolated from Aniniais; Approved
Standard - Second Edition. NCULS document M31-A2. NCCLS, 949 Wesl Valley FRoad,
Suite 1400, Wayne, Pennsylvania 18087-1898, 2002,

NADA #140-890, Approved by FDA

US fatent Nos. 4,902,683;5,736,153

Fhacmacia & Upohin Conpany » Kalariazon, ML 49001, USA

(Hevised Octobt 2002 816 223 308C

692431
3504-03-000




